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A AJif>jnivrRNTS TO THF. rr^AlMS 

This listing of the chdms will replace all prior versions including the claims in the 
application. 

Listing of the claims: 

1 . (Currently amended) A method of Inhibiting both angiotensin 
converting enzyme and neutral endopeptldase fortreati^ent of a disease 
.^^n^his to tre^^"^'-"^ with a cQ mnnnnd that Inh ibits hoth angiotensin 
..nv^rtinn .nzvme n». .t^i ^ndnpaotldase whfch comprises administering 
to a patient in need of said treatment a therapeutically effective amount of a 
compound of formula (I) 

^1 




wherein 

A Is H. Ci-Ca-alkyl. -CHaOCHaCHaOCHa, or -(Ci-C4-alM)-aryl: 

Ri is hydrogen. -CH20C(0)C(CH3)3. or an acyl group; 

Rz is hydrogen. -CH20-C(O)C(CH3)3, C,-C4-allqrt, aryl. -(C,-C4-allcyD-aryl. or 

diphenyimethyl; 

X is -(CH2)n wherein n is an integer 0 or 1 . -S- . -O- , 

R3 9-R4 



-N- or -N- 

wherein R3 is hydrogen. CrC4-alkyl. aorl or -(Ci-C4-allcyl)-aryl; and R4 is CF3, 
Ci-Cicralkyl. aryl. or -(Ci-C4-alkyl)-aryl; 

^- 
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Bi and B. are each independently hydrogen, hydroxy, or -ORs, wherein Rs is C-C*- 
alM, aryl, or -(C-C^-alkyD-aryl or, where B, and Ba are attached to adjacent carbon 
atorris. B. and Ba can be taken together with said adjacent carbon atoms to form a 
benzene ring or methylenedioxy, 

or a pharmaceutlcally acceptable salt or stereoisomer thereof. 

2. (Currently amended) The method accoitling to claim 1 
wherein the disease is selected from the group consisting of non-dlabetlc 
nephropathy, diabetic nephropathy. Insulin resistance, diabetic neuropathy, 
diabetic retinopathy, myocardial infarction, cataractSr^ diabetic 
cardiomyopathy ., gthopooolorooio and ond n tholial dyofunct io wr 

3. (Original) The method according to claim 2 wherein the 
disease is non-diabetic nephropathy. 

4. (Original) The method according to claim 2 wherein the 
disease is diabetic nephropathy. 

5. (Original) The method according to claim 2 wherein the 
disease is insulin resistance. 

6. (Original) The method according to claim 2 wherein the 
disease Is diabetic neuropathy. 

7. (Original) The method according to claim 2 wherein the 
disease is diabetic retinopathy. 

8. (Original) The method according to cl^m 2 wherein the 
disease is myocardial infarction. 

9. (Original) The method according to claim 2 wherein the 
disease is cataracts. 
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1 0. (Original) The method according to claim 2 wherein the 
disease is diabetic cardiomyopathy. 

11. Cancelled. 

12. Cancelled. 

13. (Original) The method according to claim 1, wherein the 
compound Is the compound of formula (II) 




(H). 

wherein Ri is acetyl or hydrogen. 

14. (Original) The method according to claim 13, wherein R, Is acetyl. 

15. (Original) The method according to claim 13, wherein Ri is hydrogen. 

16. (Original) The method according to claim 13. wherein B, and Ba are 
hydrogen. 

17. (Original) The method according to claim 13. wherein X is -CH2. 

18. (Original)' The method according to claim 1 , wherein the compound is 
the compound of formula (ll-A) 
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(ll-A). 



wherein Ri is acetyl or hydrogen. 

19. (Original) The method according to claim 18. wherein the compound 
has the formula (ll-B) 




21 . (Original) The method according to claim 1 , wherein the 
compound is the compound of formula (III) 
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(111). 



wherein Ri is acetyl or hydrogen. 



22. (Original) 

23. (Original) 

24. (Original) 
hydrogen. 



The method according to claim 21. wherein Ri is acetyl. 
The method according to claim 21 . wherein R^ is hydrogen. 
The method according to claim 21. wherein Bi and Bz are 



25. (Original) The method according to claim 21 , wherein X is -CH2. 

26. (Original) The method according to claim 1 . wherein the compound Is 
the compound of formula (lll-A) 




(lll'A). 



wherein Ri is acetyl or hydrogen. 



27. (Original) The method according to claim 26. wherein the compound 
has the formula (lll-B) 
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(lll-C). 



29. (Original) A methool for inhibition of both angiotensin 
converting enzyme and neutral endopeptidase which comprises administering 
to a patient in need of said inhibition an effective inhibitory amount of a 
compound of formula (I) 




(1) 



wherein 

A is H, d-Ca-alkyl, -CH2OCH2CH2OCH3. or-(Ci-C4-alkyl>-aryI; 

Ri is hydrogen. -CHgOC(0)C(CH3)3, or an acyl group; 

R2 Is hydrogen, -CH20-C(0>C(CH3)3, Ci-C4-alkyl, aryl, -(Ci"C4-alkyl)-aryi, or 

diphenylmethyl; 

-7- 
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X is -(CHa)n wherein n is an integer 0 or 1 , -S- , -O- , 



-N- or -N- 



whereln Ra Is hydrogen, Ci-C^-alkyl, aryl. or -(Ci-Cii-aJkyl)-aryl; and R4 is CF5, 
Ci"Ci(ralkyl, aryl, or -(Ci'C4-alkyl)-aryl; 

Bi and are each independently hydrogen, hydroxy, or-ORg, wherein R5 Is C1-C4- 
alkyl, aryl, or -(Ci-C4-alkyl)-aryl or, where Bi and Ba are attached to adjacent carbon 
atoms, Bi and B2 can be taken together with said adjacent carbon atoms to form a 
benzene ring or methylenedioxy, 

or a pharmaceutically acceptable salt or stereoisomer thereof. 



30. (Currently amended) A method for the preparation of a pharmaceutical 
composition having both angiotensin converting enzyme and neutral endopeptidase 
inhibitory activity for treatment of a disease amenable to treatmen t with a compound 
that inhibits both angiotensin converti ng enzvme and neutral endooeptidase which 
comprises o omprising mixing a pharmaceutically acceptable carrier, optionally one or 
more pharmaceutically acceptable exccpients, and a therapeutically effective amount 
of a compound of formula (I) 




(I) 



wherein 

A Is H, Ci-C8-all<yl, -CHaOCHsCHaOCHg, or -(Ci-C4-allcyl)-aryl; 
Ri is hydrogen, -CH20C(0)C{CH3)3, or an acyl group; 

-8- 

DEAV2002/0044 US MP 

PAGE W17 ' RCVD AT 9/2/2004 10:15:33 AM [Eastern Daylight T^^ 



SEP. 2.2004 10:22AM AVENTIS US PAT OEPT 



NO. 7059 P. 10 



Ra is hydrogen, -CH20-C(0)C(CH3)3. Ci-C4-alkyl, aryl. -(Ci-C4-aIkyl)-aryl, or 
diphenylmethyl; 

X is -(CH2)n wherein n is an integer 0 or 1 . -S- , -O , 



wherein Ra is liydrogen, Ci^4-alky>, aiy\, ot -(Ci-CA-alltyO-aryl; and R4 is CF3, 
CrCio-allqrl, aryl, or -(Ci-C4-ali<yl)-aiyl; 

Ba and Ba are each independently hydrogen, hydroxy, or -Ol^, wherein Rs is C1-C4- 
all<yi, aryl. or -(Ci-C4-aikyl)-aryl or, where Bi and 82 are attached to adjacent carbon 
atoms, Bi and Bz can be talcen together with said adjacent carbon atoms to form a 
benzene ring or methyienedioxy. 

or a pharmaceutically acceptable salt or stereoisomer thereof. 




-N- or -N- 



-9- 
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